Supplementary
Supplementary Table 3 DNA primers used in this work intermolecular contacts involving Glu11 in α0, Asp94 in the inter-RRM linker and four residues from RRM2 (Ile164, Lys166, Tyr167 and His173). The contacts at the dimer interface are the same as described for the UP1-DNA complex 2 and include hydrogen bonding (Glu11-His173 and Tyr167-Ile164) and a salt bridge between Asp94 and Lys166. (b) Correlation of experimental NMR RDC data for the RRM domain arrangements in the UP1/12-mer RNA complex in solution with those predicted from the two possible RRM1/RRM2 domain arrangements seen in the 2:2 crystal structure. (c) Paramagnetic relaxation enhancement (PRE) data of UP1 free (blue) and bound to 12-mer RNA (red) plotted as peak intensity ratios in the paramagnetic (I para ) and diamagnetic (I dia ) states. The spin-label is attached to a cysteine at position 66. Secondary structure elements of UP1 (in the RNA-bound form) are shown above the plot. PREs in the linker and C-terminal region of the free protein are due to flexibility. (d) SAXS-derived pairwise distance distribution for UP1 free and bound to the 12-mer RNA (see Table S2 ). (e) Comparison of domain arrangements in the 2:2 crystal structure of the UP1:12-mer RNA and the 1:1 model derived from the NMR and SAXS data. The overall arrangement of the tandem RRM domains is very similar as indicated by a backbone coordinate RMSD of 2.8 Å. (f) Domain arrangements in previously reported structures of UP1 free (NMR structure PDB: 2LYV) 3 , UP1 bound to three nucleotides (crystal structure PDB: 4YOE) 4 and UP1 bound to DNA (crystal structure PDB:1U1Q) 5 are all very similar. (g) Ab initio bead model of the UP1/pri-mir-18a complex obtained using MONSA Residue numbers refer to pri-mir-17-18a-19a, i.e. U152 in pri-mir-17-18a-19a corresponds to U1 in pri-mir-18a (71-mer), whereas the 12-mer sequence from the pri-mir-18a (71-mer) terminal loop (A27-A38) corresponds to A178-A189 in pri-mir-17-18a-19a. Boxes below the panels indicate the mature miRNA (blue) and pri-miRNA terminal loop (yellow/magenta) of miR-17, miR-18a and miR19a.
